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The genetic background has a strong influence on depression-related behavior in mice (3) . Numerous studies have identified multiple genes and quantitative trait loci controlling monoaminergic systems and depressive-like behaviors. Crucially, these include Sirpa, which is linked to Prnp (genetic distance: approximately 2 centimorgans), is polymorphic between C57BL and 129 strains, and is a known genetic confounder of studies with Prnp Ϫ/Ϫ mice (4, 5).
For the above reasons, the published data (1) do not allow conclusive determination of whether the phenotypes observed are caused by the ablation of Prnp, by the Sirpa polymorphism discussed above, or by other sequence polymorphisms in the genomic region flanking Prnp. The conclusion that PrP C participates in the modulation of monoaminergic systems and depressive-like behavior is therefore unwarranted.
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